07/2,4/03 THU 14:15 FAX 248 5^^^055 
JUL 24 2003 15=02 FR 



KOHN & ASSOCIATES 



ElO 

TO 91248539505591B9 H.ei<£/er> 



AngMARKOt 



In re application of; Manuel Campos, el al. 

.»»AeATa QrouD Art Unit: 1 648 

Serial No. 09^06.078 w™"** 

Examiner: Foley. Shanon A. 



Filed: 
For 



02/16/00 



PiKSlQN PROTEINS COIVIPRISINGCARFUERS 
wV A DUAL IMMUNE RESPONSE 



Attorney Dookel No: 3153-00205 

r>p,t;!^AHA'noN 

I. Mohamad A. Moraey. do hereby say that: 

1 I am an expert in the fieW of animal and human heaHh and 
speolfically with regard . to fusion proteins used In vaccine oompositions. having 

years of ejqjBrienoe in the field. . 

2 I have reviewed in detail the outstandirig OHiee Action issued 
juIy 2. 2002. Spedficaily, I have reviewed the rejection of claims 1-17 under 35 
U S C § 103(a); as being unpatentable over U.S. Patent Na 5,684.145 to Van Der 
Zee et al. and the Mittal. et al. reference. The rejection involves a single issue with 
regard to ertabliahing a prima lade case of obviousness. Specifically, a fact-based 
explanation is needed as to why one of ordinary sidll in the art at the time the 
invention was made would have been motivated to substitute the strong 
immunogenicity of BHV-I gD tauflht by Mittal. et al. with the £. co/Mimbriat subunrt 
portion of the hybrid pmteln disclosed in the Van Der Zee. et al. patent to evoke an 
Immune response against GnRH and protect against BHV-1 infection. Based on 
facts well known to those of sldB in the art, the present Invention as claimed .s 
patentably distinct over the prior art references because one of ordinary sMI in the 
art would not Icnow to produce, or have a reasonable expectation of success .n 
producing, the claimed invention since there is no reason to belteve that the 
combined protein would have active immunogenic sites once the strongly 
immunogenic BHV-1 gD is combined with the antigenic determinant of GnRH of the 
proiein disclosed In the Van Der Zee, et al. patent. 
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Th. lasls ol my co«luston aems from inlom-.«on <l.rt«<i 
the art (BOMh, rt aU Bfeels "raw , 

», 7Z I. an-os=,» » a« o, part of » endaB«««l^ 
p™Bln««»s portpn that I' ^^,p^on»«k,3^^ 

Wiona. once the two prctains are fused 

S Specifically referring to the Reterences . « 
. nrlin v^en each protein is subsequently fueed. « ven/ 

as a phage receptor. The exposea 
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epitopes at other exposed .tes inteHered w«h assembV of PhoE .to the cuter 
membrane ar>d ftsfunciion as a phage receptor. .u^t an 

6 It Is not obvious from the cited prior art referertces that an 
ImmunolofllcalV functional . fusion pn^tein can be created that pniaerves a 
^rJ^^lu„efunc«onofacarr.erthattsaprote.naceous portioned 

part Of an Immunog^ from a pathogen capable of P-thogen.ca«y Jnfe^ - 
lebl by pro^.g T^-. help . prod«.ng su^dent .uan.^ and ,u^.W o 
antibodtes against a first prote^aceoua portion tha, fe analogous to all or art of an 
"dogenously^s^tnes-^ed peptide. The cited prior art references J J^^oto- 
or suggest a functional fusion protein that Indudes a carrier ha>«ng multiple 
epKopes that correspond to a high responder rate In a pob^orphfc ^"^^^.^ 
Id prior art referenpes do not dtedose or suggest that a fusion protean ^n be 
produced that Induces a dual ^mune response that Inhtofts both the activity of a 
peptide endogenous^ synthesl^d by the vertebmla and * r^^^^' 

Leclon in the vertebrate. Henoe. the cited prior art references do not disclose nor 
suggest that an immunogenic, subunit protein can function as a earner ..e 
enhancing an immune response against tha analog of a endogenously-synthesl^d 
peptide or part thereof), while inducing a protective response against rtseff in the 
vertebrate m order to protect the vertebrate from infection by the pathogen. 

6 There is no specific factual evidence that two specific immune 
responses would be directed against two specific immunogens for the reason set 
forth above. It is mere speculation that the combination of the strong Immunogen 
disclosed in the IVIittal. et al. reference and the E cZ/flmbrial subunit disclosed in 
the van Oer Zee. et al. patent, would result in a immunologically SEtIyi and 
fjioaianfll protein capable of eliciting a specific and independent dual immunogen« 
response against the Immunogen and the E eo//flmbrlal subunit. 

7 in view of the above. It Is my opinten, based on facts well 
known in the art and research, that the claimed fusion protein that produces a dual 
immune response in a vertebrate is patentably distinct from the p«,teins taught In 
the cited prior art references. Moreover, due to the unpredictabil«y of the 
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^ Kw™ m. wo oepUdes diselo»l m the p*r -rt reterBnoM, 

g,«e K •» tac""" •'*^ , ' ^on CM-* b« forth a patenlWl. 

Th.ro.om. lh» dl-molons o< m. P-o-m mvntion cM»ly » 

Theund.™*-dd.o,.«.1-«her«.«««-.n«'"«^'""' 

fine or imprisonment, or berth. under.5«c«u tha validftv of the 

code and that such wilful false statements may ,eopardl« the vahdfty of in 
application or any patent Issuing thereof. 



Mohamad Moraey 

Dated: Juna27,2003 
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